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3. REPORTING FACILITY ( List all locations where animals were housed or used in aclual research, lesling, or experimenlallon.orheld fpr these purposes. Allach addilional sheets If nece5.saiV‘) 


FACILITY LOCATIONS ( Sites ) - See Alachod Listing 


I REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets ir rtecessarv or use APHIS Form 7023A 1 


A. 

Animals Covered 

By The Animal 
Welfare Regulations 

B. Number of animal 
being bred, 
conditioned, or 
hold for use In 
teaching, testing, 
experiments, 
research, or 
surgery but not ye 
used for such 
purposes. 

C. Number of 
animals upon 
which leaching, 
research, 
experiments, or 
tests were 
conducted 
involving no pain, 
distress, or use a 
pain-relieving 
drugs. 

0. Number of animals upon 
which experiments, 
teaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals an 
for which appropriate 
anesthetic, analgesic, or 
Iranquilizing drugs were 
used. 

E. Number of animals upon which leaching, experiments, | 
research, surgery or tests were conducted involving 
accompanying pain or distress to the animals and for v/h 
the use of appropriate anesthetic, analgesic, or tranquiliz i 
drugs would have adversely affected the procedures, res 
or interpretation of the teaching, research, experiments, 
surgery, or tests. ( An explanation of the procedures 
producing pain or distress in these animals and the reasc 
such drugs were not used must be attached to this repon 

1 

F. 

TOTAL NUMBER 
OF ANIMALS 

( COLUMNS 
C+D+E) 

4. Dogs 

193 

611 

26 

6 

543 

5. Cats 

0 

1079 

78 

96 

175T 

(5. Guinea Pigs 

0 

4478 

191 

0 

1669 

7. Hamsters 

n 

20534 

n 

46^4 

25068 

8. Rabbits 

0 

430 

1641 

n 


9. Non-human Primates ! 

0 

0 

1 

0 

0 _ 

1 

10. Sheep i 

0 

0 

n 

n 

3 

11. Pigs 

0 

24 

n 

n 

24 

12. Other Farm Animals 

0 

105 

0 

n 

106 

, - .HoTL-RFa;? 

0 

13 

0 

0 

13 

13. Other Animals 

0 

4 

0 

Ji 


-t3oati5“ ■ 

Gerbils 

0 

20 

0 

n 

20- - . 














ASSURANCE STATEMENTS 


1 ) Professionally acceptable standards governing the care, treatment, and use of animals. Including appropriate use of anestetic. analgesic, and Iranquilizing drugs, prior to, during, and following aciuat rose; 
leaching, testing, surgery, or experimentation were followed by this research facility. 


2) Each principal investigator has considered alternatives to painful procedures. 


3) This facility is adhering to the standards and regulations under the Act, and it has required lha( exceptions to the standards and regulations be specified and explained by the principal invesligalor and app 
Institutional Animal Care and Use Committee (lACUC). A summary of all such exceptions is attached to this annual report. In addition to identifying the IACUC*opproved exceplions, this summary in- 
brief explanation of the exceptions, as well as the species and number of animals affected. 


'll 


The attending veterinarian for this research fadtily has appropriate authority to ensure the provision of adequate veterinary care 


and to oversee the adequacy of other aspects of animal care and use. 


CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
( Chief Executive Officer or Legally Responsible Institutional Official ) 


{B)(6) (B)(7)(c) 


DATE SIGNED 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 

1 . Species: Canine 



2. Number of animals achieving Cat. E in this study: 6 

3. Explanation of the procedure producing pain and/or distress: 

The dogs were inoculated {b)(4) he organism that 

causes the disease canine i (b)(4) They were then observed for 

clinical signs of b4 to evaluate the ability of experimental vaccine to protect 

against the disease. 

4. Scientific justification why pain and/or distress could not be relieved. 

The studies were required to evaluate a new vaccine’s ability to protect against canine 
(b)(4) Studies are required to evaluate the relevant clinical signs of 

disease without the use of treatment to establish label claims. Actions that would 
have relieved pain and/or distress would not allow comprehensive observations of the 
clinical signs as well as modify the duration and severity of the clinical signs. This 
would not allow for true and accurate measure of efficacy for products as well as 
label claims. Currently no alternatives to the use of dogs exist for this procedure. 
Challenge with {b)(4) may cause severe disease, which will result in a certain 
degree of pain and distress. Since the interpretation of the results depends on the 
clinical signs of the disease, treatment with antipyretics, analgesics, nonsteroidal anti- 
inflammatory drugs, corticosteroids or antibiotics for pain and distress would alter the 
results. 


5. Cite the agency, code of Federal Regulations (CFR) title number and the specific 
section number and/or VS Memoranda that require or support this procedure 
and study. 


VS Memorandum 800.202 3.6.1- The outcome may be specified in terms of a 
case definition, severity categorization, or natural scale of measurement. 

VS Memorandum 800.202 4.2- The label claim for this new product must be 
determined under the guidelines of the classifications listed in the 
memorandum. 

VS Memorandum 800.202 l.S^- General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual 
subject”. To determine efficacy, this study was required to identify the 
efficacious nature of the vaccine. 


NOV 1 6 2005 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


’*-V. .'v • / 

1. Species: Feline 

2. Number of animals achieving Cat. £ in this study: 40 

3. Explanation of the procedure producing pain and/or distress: 

Cats were anesthetized and a small volume of challenge material, containing a 
virulent strain of (b)(4) supplied by NVSL known to 

cause feline {b)(4) in cats, was administered (b)(4) . The cats were 

then allowed to develop clinical signs of the infection so that observations could be 
made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 

This animal study was done for the qualification process of a new feline vaccine. 
Therapeutic treatments for pain or distress can affect the expression of clinical signs 
associated with feline (b)(4) disease caused by {b)(4) The 

daily observations of clinical signs are an integral necessity to the outcome ot the 
study that demonstrates the efficacy of the vaccine. Any treatment to alleviate 
clinical signs would dramatically alter the accurate scoring of a study. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the specific 
section number and/or VS Memoranda that require this procedure and study. 

The methodology 

described for the potency testing was used in designing this specific study. 

VS Memorandum 800.202 3.6.1- General Licensing Considerations; Outcome 
Specifications. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement”. Any therapeutic medications that 
would be administered could alter the outward appearance of the animal and/or the 
immune system, preventing the measurement of disease in cats. This would 
adversely affect the outcome. 

VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 

“Efficacy is the direct effect of a medical intervention on an individual subject”. To 
determine efficacy, this study was required to identify the efficacious nature of the 
vaccine. 

European General Requirements 7Blm2a under Directive 81/852/EEC, section 2.2 
Efficacy, requires that evidence to support all claims be supported. In order to 
support the claim for the prevention or aid in prevention for a vaccine, observations 
of clinical signs are required to generate supporting data for the claims. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


Species: Feline 

Number of animals achieving Cat. E in this study: 56 

Explanation of the procedure producing pain and/or distress: 

Cats were anesthetized and a small volume of challenge material, containing a 
virulent strain (b)(4) known to cause feline (b)(4) in 

cats, was administerei (b)(4) The cats were then allowed to develop clinical 

signs of the infection so that observations could be made and recorded. 

Scientific justification why pain and/or distress could not be relieved. 

These animal studies were done for the qualification process of a new feline vaccine. 
Therapeutic treatments for pain or distress can affect the expression of clinical signs 
associated with feline (b)(4) The daily observations of clinical signs are an 

integral necessity to the outcome of the study that demonstrates the efficacy of the 
vaccine. Any treatment to alleviate clinical signs would dramatically alter the 
accurate scoring of the study. 

Cite the agency, code of Federal Regulations (CFR) title number and the specific 
section number and/or VS Memoranda that require this procedure and study. 

(b)(4) 

I’his procedure is tor testing the immunogenicity of master seeds for live 
vaccines. These guidelines for this testing were used in designing these specific 
efficacy studies. 

VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome 
Specifications. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement”. Any therapeutic medications that 
would be administered could alter the outward appearance of the animal and/or the 
immune system, preventing the measurement of disease in cats. This would 
adversely affect the outcome. 

VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 

“Efficacy is the direct effect of a medical intervention on an individual subject”. To 
determine efficacy, this study was required to identify the efficacious nature of the 
vaccine. 

European General Requirements 7Blm2a under Directive 81 /852/EEC, section 2.2 
Efficacy, requires that evidence to support all claims be supported. In order to 
support the claim for the prevention or aid in prevention for a vaccine, observations 
of clinical signs are required to generate supporting data for the claims. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Hamster 

2. Number of animals achieving Cat. E in this study: 4452 

3. Explanation of the procedure producing pain and/or distress 

Ten hamsters per serial are vaccinated with After 14-21 days (product 

denendent), the hamsters are challenged with an appropriate dilution of live 

preparation. Ten non-vaccinated hamsters are given the same challenge dose and used 
as controls. Four groups of five non-vaccinated hamsters are given a dilution of the challenge 
material and used as the challenge titration determination. Hamsters are observed for 14 days, 
deaths recorded. 

4. Scientific justiflcation why pain and/or distress could not he relieved. 

The test is required by regulation as a proof of (t>)(4) vaccine potency to be 
conducted on each serial of vaccine produced. Death of hamsters in this test has been used for 
many years to indicate lack of protection form {b){4) , Because the vaccine is given at a 

fractional dose, the test amounts to a protective endpoint determination for the vaccine being 
tested. (b)(4) in hamsters almost always results in acute onset and rapid death. The 
rapid progression of the disease in the hamster gives little opportunity for intervention. 
Furthermore, pathology would likely be impacted by use of anti-inflammatories. For this reason, 
neither Fort Dodge Animal Health (FDAH) nor USDA CVB-L uses any substance to reduce pain 
or distress. The impact on length of disease, duration and severity, which might occur with use 
of pain medications, is not known. Use of any such drugs therefore, would invalidate (according 
to Dr. Paul J. Hauer, USDA-CVB-LPD-private communication) the scientific value of the 
protection endpoint determined by the test. Lack of confidence in the endpoint would render the 
test itself useless forjudging vaccine potency. 

APHIS -USD A-CVB is engaged in developing in-vitro potency test alternatives for 
products that require this test and FDAH has been one of the most active industry partners in this 
effort. Fort Dodge Animal Health has ongoing animal studies that are currently attempting to 
validate in-vivo methods for the potency tests for releasing some serials and serovars of 
Lepto vaccines. As soon as this methodology is validated to the satisfaction of the USDA-CVB, 
they will be adapted into the Outlines of Production for the appropriate products. 

FDAH has incorporated the guidelines of USDA-CVB Notice No. 04-09 into its 
methodology and does euthanize hamsters that are observed with clinical signs indicative that 
death is likely to eventually occur. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the specific section 
number and/or VS Memoranda that reauire this procedure and studv. 

{b){4) 

requires this testing be done in the manner descnbed. 
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Explanation for Column £ 
Fort Dodge Animal Health 
Registration # 42-R-0009 




f 

\ 


1. Species: Hamster 

2. Number of animals achieving Cat. E in this study: 82 

3. Explanation of the procedure producing pain and/or distress 

Ten hamsters are vaccinated wit! test vaccine. Thirty hamsters are held for 

U55e as controls dnrine the challenge. At 21DPVi, all vaccinated hamsters are challenged 

)f a proper dilution c 

challenge material. Ten non-vaccinated hamsters are challenged (b)(4) of the 
same dilution and used as challenge controls. Four groups of five non-vaccinated 
hamsters are given (b)(4) 3 f diluted challenge (to be used as a challenge titration 
determination.) All hamsters are observed for 7 days and deaths are recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 

Death as an endpoint is the current standard and a necessarv nart of a valid test as 
determined by USDA approved Outline of Production (b)(4) Because the 

challenge is given at a fractional dose, the test amounts to a protective endpoint 
determination for the vaccine being tested. Furthermore, pathology and the clinical 
expression of the infection would likely be impacted by use of anti-inflammatories. The 
impact on length of disease, duration and severity, which might occur with use of pain 
medications, is not known. Use of any such drugs therefore, would invalidate (according 
to Dr. Paul J. Hauer, USDA-CVB-LPD- telephone communication) the scientific value of 
the protection endpoint determined by the test. Lack of confidence in the endpoint would 
render the test itself useless forjudging vaccine potency without a validated protective 
dose and challenge dose being determined. Until such time as a validated USDA-CVB 
approved alternative is available, the test is obligatory. No alternatives exist at this time, 
and no CVB-approved means of relieving pain and distress for this use of hamsters are 
yet available. When the alternatives are available to a commercially applicable scale, 
FDAH will apply them. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Hamster 

2. Number of animals achieving Cat. E in this study: 82 

3. Explanation of the procedure producing pain and/or distress 

Ten hamsters are vaccinated with of test vaccine. Thirty hamsters are held for 

use as controls during the challenge. At 21DPVi, all vaccinated hamsters are challenged 

a proper dilution 

challenge material. Ten non-vaccinated hamsters are challenger {b)(4) pf the 

same dilution and used as challenge controls. Four groups of five non-vaccinated 
hamsters are givei (b)(4) gf diluted challenge (to be used as a challenge titration 
determination.) All hamsters are observed for 7 days and deaths are recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 

Death as an endpoint is the current standard and a necessary part of a valid test as 
determined by USDA approved Outline of Production (b)(4) Because the 

challenge is given at a fractional dose, the test amounts to a protective endpoint 
determination for the vaccine being tested. Furthermore, pathology and the clinical 
expression of the infection would likely be impacted by use of anti-inflammatories. The 
impact on length of disease, duration and severity, which might occur with use of pain 
medications, is not known. Use of any such drugs therefore, would invalidate (according 
to Dr. Paul J. Hauer, USDA-CVB-LPD- telephone communication) the scientific value of 
the protection endpoint determined by the test. Lack of confidence in the endpoint would 
render the test itself useless forjudging vaccine potency without a validated protective 
dose and challenge dose being determined. Until such time as a validated USDA-CVB 
approved alternative is available, the test is obligatory. No alternatives exist at this time, 
and no CVB-approved means of relieving pain and distress for this use of hamsters are 
yet available. When the alternatives are available to a commercially applicable scale, 
FDAH will apply them. 

5. Cite the agency, code of Federal Regulations (CFR) title number and 
the specific section number and/or VS Memoranda that require this 
procedure and study. Not applicable 
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Date: November 18, 2005 

Number of pages (including cover): 


To: 

Linda Henderson From; (B)(6) {B)(7)(c) 






Department: 

Bio R&D 

Fax: 

970/494-7461 

Telephone: 


cc: 

Fax: 

(B)(6) (B)(7)(c) 


n Urgent 


r~l For your review 


D Please reply asap CD Please comment 


Remarks: 

Hi Linda, 

Attached is the infonnation you requested that was missing frcxn our 
Annual Report of Research Facility, A hard copy will follow by mail. 
Sorry for the inconvenience and if you need further information, please 
call. , 


(B)(6) (B)(7)(c) 


This transmission is intended for the addressee only and may contain information that is proprietary to Wyeth. If you are not the intended 
recipient, you are hereby notified that any dissemination, distribution, copying or use of the information contained in this facsimile is 
unauthorized and strictly prohibited. If you have received this facsimile in error, please notify this office immediately by telephone call to the 
sender above so we can arrange for the destruction or return of the document to Wyeth at no cost to you. Thank you. 



